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The present invention is relatively of a new class of medicinal formulations, as per a 
conditioned form of conditioning and of special administration adapted to these 
formulations. 

Also especially, the invention aims at the formulation, under form of unique doses, 
antibiotics and known as bacterial products habitually administered with the aim of 
preventing and treating intestinal disorders (disturbances and caused by the 
administration of antibiotics). 

One knows in effect that the administration, orally above all, but also parenteral, of 
antibiotics and in particular of large spectrum antibiotics, entrains the destruction of a 
part of intestinal saprophyte germs (microflora). 

Among the microorganisms which are damaged are found producer of vitamins, and 
secondly, the germs consuming these vitamins, those which cause dysmicrobism. 

This dysmicrobism entrains : 

- frequent diarrhoeas, often benign, but nevertheless bothersome 

- a syndrome of indigestion and malabsorption by suppression of certain enzymes 
produced by normal flora. 

- the possibility of vitaminic deficiency, in particular the groups B & K. 

- the stimulation of germs resistant or impervious and the risk of over population 
by : Staphylococcus, gram negative bacilli and Candida albicans. 

The invention consists of a formulation of antibiotic with the germs capable of assuring 
against destruction of the digestive tract and the prevention of dismicrobism. 

As such, according to the particular mode of realisation, the inventions involves a 
formulation comprising : tetracycline: 125 mg, mixture of equal parts of : aerobacter 
aerogenes, lactobacillus brevis, bacillus brevis, : 10.8 - 10.10 lyophilised germs. 

According to the variations of realisation, one can replace tetracycline in the combination 
here above by chloramphenicol, oleandomycin, neomycin and bacitracin. 

Elsewhere, the invention bring up a particular form of combinations, assured of their 

definitive stability just at the moment of administration. 

/ ■ 

In effect, the difficulty in the preparation of these formulations lies in the fact that the 
simple mixture of that constituents cannot be presented with required stability, Jhe fact 
that the resistance of the bacilli t o . th e antibiotic associated disap pears more o r less 
rapidl y in time of the order of some d ays when the bacilirare ln contact with the 
antibiotic. " ^ * ~* ie ~"-? v 



The present invention permits the surmise of this inconvenience, by a simple method 
which consists of a barrier, between the antibiotic particles and the bacilli, an element of 
separation disappearing on contact with the gastric and/or intestinal regions. 

In practice, a convenient realisation of the invention consists of encasing the antibiotic 
particles within a substance not modified by the properties, for example of gelatin, of 
colophane, of gluten, of isokeratol, of a concentration of 5-15%. 

It is of little difference that the encasing will be destroyed at what level of the gastric 
tract after which it matters little what will determine a time interval between the effects of 
the antibiotic and the bacilli. In fact, the encasing aims for a unique target isolated from 
the other of the 2 constituents in the composition until the moment of its administration 
and the permission of their release at the moment,or a little while later. 

As an example, the precise combinations can be started under arbitrary forms of double 
strength, in which the antibiotic is reencased in an envelope of isolated bacilli or good 
uritary heterogenes in which the antibiotic dose is divided in particular encasing, each 
one in the manner so as to be isolated from particles of bacilli. 

. Summary : 

1) New medicinal compositions resulting from the formulation in a unique dosage 
form, of the antibiotic and a mixture of polybacteria containing germs capable of 
assuring protection against intestinal disturbance resulting from normal 
administration of this antibiotic. 

2) Compositions according to (I) in which the antibiotic particles and the cells of 
mixed polybacteria are separated by an element disappearing on contact with the 
gastric and/or intestinal regions. 

3) Compositions according to (I) & (ii) in whch the antibiotic particles are encased 
in gelatin, Colophane, gluten or isokeratol, represent 5-15% of the composition. 

4) Compositions according to 1 of 3, in which the antibiotic is tetracycline and the 
polybacteria mixture contains equal propotions of aerobacteria aerogenes, 
lactobacillus brevis buchneri and bacillus brevis. 

5) The dosage administration form of compositions according to 4, consists of 125 
mg. of tetracycline encased in gluten, combined with 10.8 - 10.18 lyophilized 
germs composed of a mixture of equal parts of aerobacter aerogenes, bacillus 
brevis and lactobacillus brevis buchneri. 
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La present© invention est relative a une nouvelle 
classe dissociations m^dicamenteuses, ainsi qu r a 
une forme de condlrioimement et d'admimstration 
specialement adaptee a ces associations. 

Plus speciaiement, Tinvention vise 1'association, 
sous forme de prises uniques, d'antibiotiques et de 
produits bacteriens connus pour etre habituelle- 
ment adrninistres dans le but de prevenh* et traiteT 
les accidents intestinaux provoques par radminis- 
tration des antibiotiques. 

On salt en efFet que 1 'administration, par voie 
orale surtout, mais aussi par voie parenteral d'anti- 
biotiques et en particulier d'antibiotiques k large 
spectre, entraine la destruction d'une partie des 
gernies saprophytes intestmaux. Parmi les micro- 
organismes leses se trouvent le groupe producteur 
de vit amines, et secondairement, les germes consom* 
mateurs de ces vitamines, ce qui accentue ainsi le 
dysmi crobisme. 

Ce dysmicrobisme entraine : 

des diarrhees frequentes, souvent b&nignes, rnais 
n^anmoins genantes; 

u u syndr6me de rnal-digestion et de malabsorp- 
tion par suppression de eertaines enzyme? produits 
pax la flore normale.; 

la possibilite de carcnces vitaminiques, en parti- 
culier des groupes B et K; 

la stimulation de germes resistants ou insensible? 
et le risque de surinfection par : 

t> t aphy loeoq ues > 

bacilles gram u6gatif 3 

Candida albicans. 

L'invcntion consiste a associer, a chaque anti- 
biotique considere, les gerrnes capabies d'assurer le 
reensemencerrtenl du tube digestif, et de prevetiir 
ainsi rinstallation de dysmierobisme. 

Ainsi, selon un mode de realisation particulier, 
rinvention porte sur une association comportant : 
tetracycline : 125 mg. 
melange a parties egales de : 
aerobacter aerogenes, lactobaciUus brevis buchneri, 

bacillus brevis : 10.8 a. 10.10 de germes lyophy- 
. lise's. 



Selon des variantes de realisation* on petit rem- 
placer la tetracycline dans .Vassociatlon ci-dessus par 
le chloramphenicol, roleaiidomycine, la neomycine 
et la bacitracine. 

Par ailleurs, ^invention porte sur une forme par- 
ticuliere de ces associations, assurant leur stabilite 
definitive jusqu'au moment de ^administration. 

Eti effet, la dlflficnlte dans la preparation de ces 
associations reside dans ie fait que le simple me- 
lange de lour a conptituante ue peut presenter la 
stabilite voulue, du fait que la resistance des bacilles 
a i'antibiotique associe disparait plus ou moius 
rapidement, en un temps de l'ordre de quelques 
jours quand ces bacilles sent au contact de L'anti* 
biotique. 

La presente invention perniet de surmoater cet 
inconvenient, par un moyen simple qui consiste a 
pre voir, entre les particules d'antibiotiques et Jes 
bacilles, un element de separation disparaissant au 
contact des milieux gaslriques et/ou intcstinaux* 

Pratiquement, une realisation commode de l*in- 
vention consiste a enrober les particules d'antibio- 
tiques par une substance ne modtfjant pas ses pro- 
prietes, par exemple de la gelatine, de 3a colopbane, 
du gluten, de risokeratol, a une concentration de 
5 a 15 %, 

Ii est a peu pres indifferent que Tenrobage soit 
detruit. a un niveau ou a un autre du t rajet gaarrique, 
pukqu^il importe peu que soit determine un inter- 
val le de temps entre les effets de L'anribiotique et 
des bacilles. En fait, 3*enrobage vise pour unique 
but d'isoler les uns des autres les deux constituants 
de la composition jusqu'au moment de radminie- 
tration do celle-ci, et de permettre leur b'beration a 
ce moment, ou peu de temps apres. 

A titre d'exemple, les associations precitees peu- 
vent Sfcre mise^ .^ous forme dHmites a dtmble noyau, 
dans iesquelles ranlibiotique est revetu d'une ejive- 
loppe I'isoiant des bacillea, ou bicn d'uiritc's bote- 
rogenes dans lesqueiles la dose d'anti biotique eat 
divisee en particules enrobees chacune de facou a 
etre isolees des particules de bacilles, 
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1. Nouvelles compositions medicamenteuses resul- 
tant de ^association dans tine forme .dosee unique, 
d'au moios un antibiotigue et d'un melange polybac- 
terien comprenant les germes capables d' assurer la 
protection contue les accidents intestinaux resultant 
normalement de Fadirunistration de cet aattbiotique. 

2. Compositions selon 1, dans lesquelles les par- 
ticuies d'antibiotique et celles de melange polybac- 
terien sont separees par un element disparaissant 
au contact des milieux gastriques et/ou intestinaux* 

3* Compositions selon 1 et 2 dans lesqueiles les 
particuies d T antO>iotiques sont enrobees de gelatine, 
de colophane, de j^luten ou d'isokeratol, represcntant 
5-15 % de la composition. 



1'anti-' 



4, Compositions aelon 1 a 3, dans lesqueiles 
biotique est la tetracycline et le melange polybacte- 
rien contieot des proportions egales d'aerobacler 
aerogenes, de lactobacillus brevis buebneri et de 
bacillus brevis. 

5. Forme d'administration dosee des composi- 
tions selon % conaistant dans 125 mg de tetracycline 
en particuies enrobees de gluten, associees a 
10.8-10.10 gernies iyophiiises d'un melange a parties 
egales d'aerobacter aerogenes bacillus brevis et lae- 
tobacillus brevis buebneri. 

Roland, Yves MAUVERNAY 

Pat procuration : 

J. IL BOSSARD 



AVIS DOCUMENTA1RE SOT. LA NOUVEAUTE 

Documents susceptibles de porter atteinte a la 
nouveaute du medicament : 

— Brevet fran?ais (B.SM.) nP 4.430 M 



Pour la vente des fascicules, a'adresser a TIwrimerie Katiokale, 27, rue de hi Convention, Patia (15*). 



